[The effect of inhibiting nuclear factor-kappa B on the diabetic nephropathy].
To investigate the effect of inhibiting nuclear factor-kappa B (NF-kappaB) on diabetic nephropathy (DN) and mRNA expression of fibronectin (FN) in diabetic kidneys. Male Wistar rats were divided into 3 groups: group A (n = 11) the normal rats, group B (n = 11) the diabetic rats without any therapy, and group C (n = 9) the diabetic rats treated with pyrrolidine dithiocarbamate (an inhibitor of NF-kappaB). At the end of 18th week, the kidneys were taken out from all the rats to measure the NF-kappaB activity by electrophoretic mobility shift assays (EMSA) and the mRNA expression of FN by reverse transcript (RT)-PCR, as well as to observe the glomerular basement membrane (GBM) thickening and mesangial matrix (MM) density (MM area/mesangial area) by electronic microscope. 24 hour urine was also collected to measure the levels of albumin (urine albumin excretion, UAE). NF-kappaB activity of renal tissue in group B [(1.85 +/- 0.54) x 10(6)] was significantly higher than that in group A [(0.07 +/- 0.11) x 10(6), P < 0.01] and the activity in group C [(0.25 +/- 0.25) x 10(6)] lower than that in group B (P < 0.01). Compared with those in group A, the UAE [(2.18 +/- 1.98) mg vs (0.41 +/- 0.47) mg, P < 0.01], the GBM thickening [(531.6 +/- 107.6) nm vs (312.4 +/- 25.4) nm, P < 0.01] and the MM density (56.41 +/- 6.78) in group B were significantly higher. The UAE [(0.56 +/- 0.72) mg], the GBM thickening [(315.8 +/- 21.4) nm] and the MM density (37.97 +/- 7.37) in group C were significantly lower than those in group B (all were P < 0.01). The renal mRNA expression of FN in group B (0.73 +/- 0.26) was significantly higher than that in group A (0.31 +/- 0.15, P < 0.01), while the expression in group C (0.26 +/- 0.06) was lower than that in group B (P < 0.01). NF-kappaB is activated in the diabetic kidneys. The inhibition of NF-kappaB can slow down the development of DN and decrease the mRNA expression of FN in diabetic kidneys. Our data suggest that NF-kappaB may play an important role in the development of DN.